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(57) Abstract 

An oxazole derivative represented by general formula (I) or a medicinally acceptable salt thereof, each 
being excellent in antipyretic, analgesic, antiphlogistic, and particularly selective cyclooxygenase-2 (COX-2) inhibitory 
effects and promising as an antipyretic, analgesic or antiphlogistic agent reduced in side effects such as gastrointestinal 
disturbance. In the said formula, one of R and Ri represents methylsulfonylphenyl, aminosulfonylphenyl or 
alkylaminosulfonylphenyl, and the other of them represents C3-C7 cycloalkyl which may be substituted by lower 
alkyl, thienyl which may be substituted by lower alky] or halo, or furanyl which may be substituted by lower alkyl or 
halo; and R2 represents lower alkyl. 
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nmm 1 3 

5- ( 4 — T i y XJl>* — Jl7 x.x;U) - 4- (5-?DD-2-fx-;l) 
- 2 - yf^+t'/-^ (it (I) ;R=5-?on - 2-fX-;k R, = 
4-7;7^M-^7x-;k R 2 = ^A) <D-£fi£ 

119) 4- (5 -?on- 2 -f; -f ^yf^) 7x-;^;it^i/f^ 

(j£ (X) : R 3 = 4 - y h^^X/^-^7x-;k R 4 =5-?on-2- 
f-xx;U) 

;l p -7*D^y f-A^^-tf >XA**- hSC55-^oD-2-f;-f 

> 

ii 1 0) 4-(5-?DD-2-f;^ Ay a)? x-;^^* >Ser = k 

(5$ (IV) ; R= 5 - 9 via- 2 -f-xxA, R, =7; ;^*-^7x-/l) 
±£Ig9) TWStlrfiffc^tt (3. 3 2 g) £ f 'J i> > ( 1 5 m 1 ) <K 1 

(20ml) £Jrax.. i o 0 o CT7^raJni^t^o f-*xA?o^ K£ff*u 

-e©aS^{-^^^-tl-> (40ml). 28 *>T>^xTtR (1 8ml) ^Ua^ 
1. 5^Ifit«l$Lfco &^"C\ Mfcxf-ATttiiSU fi&*n&fg7KTft# U 

07F?77-( - (mffifem ; : ft»i'f^= 1:2) TfiJSU 

(1 1 6mg) ^i/: a 

112) 1- (4-7U7H-^7xi;l) - 2- (5-7DO-2-f 
xxA) - 2 yxf-AT-fc-r- h (5t (V) ; R = 5 - ? o a - 2 - f- x 
xA, R, =7;;^^-/1/7x-;K R 2 = ^?-a) 

±I£Igl 0) T#£n/c{t£& ( 1 1 6mg) Hftffi! 1 OI12) 

tfa]t§(CLTSgft-£fcl (1 1 3mg. Wm* 2%) £»fc„ 

Ig 3 ) 5- (4 — Ti y X^^-^7 x— ;l) - 4- (5-?aa-2-f 
xx A) - 2 - i *Jl**rW-Jl (5t ( I ) ; R=5-?DD-2-fi-;k 
R, =4-7;;^^t.-/l7x-;k R 2 = /^A) 
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iii£Xg2) T'&t>tltz<t<kto (1 1 3mg) mmm 1 ©113) t 

mmm 14 

5- (4-7;;x;^-;i/7x-;i) - 4 - ? o^+^/p- 2 - /• <f-)i* 
*-* % /-J\> (5£ ( I ) : R = ^? o-N+^U. R 1 =4-7;; ^;^-;i7x 

— /K R 2 =yf-;u) ©£j£ 

If 1 1 ) is 9 a^i/Jl^yi^Jl^r by (X, (IV) : R' = o^*->;K 
R 1' = 7i-;i) 

f h7 + X h !J 7 jl—JI*X7 4 yl=7 : J+>U (2. 37g) (2 
6. 8 1 g) Ol, 2-^^ N + ^x^> (5 0ml) MC^J'o^ + ty* 
;^'-;^D7>f F (3 0. OOg) ©1, 2 - S> y h*isx.? > ( 5 0 m 1 ) 

^>-J^7 , 07^F(3 5. OOg) Ol, + 0 0ml) 

&ft€-5l£&te<Z>&K# 1 O'C— 1 5rir#fcttSiSflrcttTl,/.:8L ££<r* 
^TT 3 0 5K Sfitl^H«fliU:o ^f£&l£«i6 UT&5fc L/c&. 
»L/io *©&> ^^StSxf/l ( 2 0 0 ml) CSBU 1 N£8* ( 1 5 
0 m 1 ) T 2 &^"C«&?QfiW*. (1 0 0ml) £.C/4&fO:t£7.k (5 0ml) 
Tft^U &*5J&8*f- h 'J ^AT'fti*t^o tttt©fc£fi!c«Bl (4 

3. 0 6 g) &mtzo 
111 2) •>^D/\+^/K>^;^h>t + ->A (XI) ; R' = -> 7 o 

R = 7 x — ;i/) 

-tsfiM 1 1 ) (4 3. OOg). k Ko*->^7 ^ >£g£ 

£(16. 2 0 g) &mmi-h U^A ( 2 6. 2 0 g ) V - Jl ( 2 0 0 

ml) C*I¥U 2«Flffl!lD«iaacLfio &&£g:fcU MMJlKftBfx 

f-/t< ( 4 0 0 ml) (1 00ml) £im*.fco *rttH£*k ( 2 0 0 ml) 

Rlfmm-ki&yk (10 0ml) CTSfcfrU JSTkBSSfc-*- h 'J & 
H^^cESii, oi^y-;u (3 0ml) tM B B B -T5 Ct (c <fc 0 mm<t&W) ( 
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2 5. 2g, 1R^5 7%) &®t~o 

xg i 3) ^^dm->;k>-;;^ h > 0 _ 7 ^^ 7U ^ +i/A (S; (xn) . 

R' = ^?a^*Wk R i* = 7x-;l, R 2 = ^/U) 
-h!5Xg 1 2) T#<a>n/i{b^^ (24. 4 0 g) CDfJ ^> ( 7 5m 1 ) & 

mzmfrmm a 6m n ^mtiid^.. i^ra«^L/c 0 -eo^ 

MU -e©aS«I^Stgeaif-^ ( 3 0 0 ml) cggu :n^i O^^S? ( 
1 0 OmD^T* (10 0ml), MttMftSf- h U 9 (10 0 

ml) &CHbft*tt* (50ml) TiffefrLfco *T«« h 'J 

XSl 4) 4-^?n^^-2-yf;i-5-7x-;bt+f/-^ (j£ 
(XIII) : R' =i/?D^i/;^ R,'=7x-;k r, = /^;u) 

-bISXg 1 3) T&t>tltz<t&® ( 3 0. 0 0 g) tfffcg*f h'J^A (1 5. 
0 0 g ) ©SlEgfc (i 5 0ml) 4 B£fSl3!jD&S3£ Lti 0 m%®lZ& 

m^)l ( 6 0 0ml) * (150ml) £tn*. *T&Ji £#*t L> tK ( 2 
0 0ml). fi&fO^&Tfc^ h 'J ^AtK^j^ ( 2 0 0 ml) Stftefo&i^jc ( l 
0 0ml) T'fofrm, ^*B6»^hUt7A-r$£«L^ 0 gi^aESiU;^ 
ME^g (9 t or r) C ti:J; QmMfoG® (15. 2 g. iRsg 5 4%) 

xsi 5) 5- (4-7;;x;i/t«-;i/7x^;i') - 4 - •> ? 0^4^ 2 

R 2 =y^;i/) 

XISXS 1 4) T'&Ztltiit&Vd (14. 0 0 g) i:^DD^U>i| (2 5 
m 1 ) £-7k#f*\ *#T, ttTU:l 6 0 'CT 4 ^RUHnf* Lti a MdfcSpau 
£tf>&&€-*7j< ( 3 5 0ml) Ciff Ltt*<b*Tr$o #f#@tt£«IK U & 
ET 5 0 "CT" 1 5 tZNHttik U KfflfeH(*©ffi^» (15. 4 2 g ) £#fc 0 

tfa*T\ (7. OOg) *fh7kKD77>(40ml) iZtU 
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st&u m%®zwtm^r MzteWLtzo ztx£7k (35mi) %.iH&m<km7k 
oomi) -e&frSL mfcuzmi- h »j ^ZsT'ie^L^o «a*«£Ea*L/cafe. 

(4 Om 1 ) "T?lfea B B -r^ C td^ 0 &fefe B B BCD^e{k^^l (3. 3 
1 g> i|W5 0 %) ^i/: e 
ft5fc#J 1 5 

4 - i/ ? a^lri/Jl- 2 - y f-Jl- 5 - ( 4 - / T )IT I y XJl* — )l7 jl — 
Jl) (^ ( I ) ; R = >? n-N^>;K R, = 4- ^f^7 - ^ 

;b^-^7x-;i, R 2 = y ^;u) co^fo 
II 15)4 - a^i/ji- 2 - y 5 - (4-yf-^7;;x;i/^ 

-/I7x-i) A' (5$ ( I ) ; R = >9 a^+WK R, = 4 - yf 

^7;;^;^>-;i7x-^ R 2 = y^;u) 

^Sfi^J 1 4 Olg 1 1 ) 7bm i 4) £E«CLT»t>nfcffc£«& ( 1 . 0 0 g) 
\Z?au*jU*y& (3ml) H!#T\ STL/:'! 6 0 °CT 4 B^Rfl 

fin»U/io ^&<::te*P3u (1 0 0ml ) CUfl^^biKTt 

3o tffffiift^MU «ET5 0°CT1 5^P^^«Ls ^ISfeSttOfi^fiS^ 
(2. 0 7 g) £f#fco 

&I^T\ :©IM (3 0 Omg) £y f ;17 ^ >gt»£ ( 3 0 0 m g) . 
h >j xf ;17 ~ > ( 0 . 6ml) <D iJ> y (2ml) Rtf* (5ml) ©?H 

iSiC^'vyD f;t/X-T-A^)5n^. «1S!U ae,@f*©SI{t^^) (1 
0 Omg. lR^5 0 96) £?#/.io 
<r*>\ JiiaofSifcfll 3 . 5. 1 2 IS#%0»JTfcSo 
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7.91 (2H. d, J=8.7Hz) 


& 


•m 


« £ jg 
- 2 -m 


2 I 

7 £) 
o -m 




• 


o 


i 


<5n 








\ / 


eft* 


CM 

o 

CO 

z 

X 
o 

S 


en 
z 

CM 

X 


CM 

O 
cn 
z 

CM 

X 


m 









2 8 

5DOCID: <WO 9619462A1_I_> 



WO 96/19462 



PCT/JP95/02588 



mm?£mt iA CT7* f>s©^ox^7>^> (po h 2 stf-eo^*? 

«5^cd^8i^cJ: 0^a6/c o BPt>> ^vf > ( 2 #M) b <) :/ h 7 T > (5m 
M) ZlZtS 1 0 OmM h 'jX-i&5**g®& (pH 8) 1 4 0 // 1 ICtfcf* (20y 

i ) > (20^1) s^sks* ( 1 o u 1 ) «fc < Lfc*. 2 

10#l)£Jjn>U 2 A'CX^^^fz^ - 2 0°C(C7k^L/-X^;ux-^;u 

/^y-A/iM^i^a (30/4/D (40^1) £tra;tsc 
«k*)K£6^±$-fr^o ^©S, 3 0 0 0 r pmt5^S^t5: ttc«k Of* 

(a) zmfcLtio ttz&{*&mx.m^&<D&t&m (B) fciii^u Tie 
ort^ascc.koifiif^aiu &<*©5 otts*(c<ft£ttfts ( i c 60 ) 

|£#3l = ( 1 - A/B) x 1 0 0 
Ai^lmg/ml (Cayman Chemical C omp a n yttS) 
0 0 u n i t s /m 1 (Cayman Chemical Comp a n yttS) 
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